Hypothalamic orexins (hypocretins) regulate sleep, arousal and appetite. Interactions between the dopaminergic and orexinergic systems have been suggested, but so far the effects of drugs targeting dopaminergic neurotransmission on orexin production in humans are unknown. The authors found reduced cerebrospinal orexin-A levels in patients with schizophrenia taking the antidopaminergic drug haloperidol compared to untreated patients, suggesting that some antipsychotic drugs might affect arousal and sleep regulation through the orexinergic systems.
Decreased thyrotropin-releasing hormone gene expression in the hypothalamic paraventricular nucleus of patients with major depression A Alkemade, UA Unmehopa, JP Brouwer, WJG Hoogendijk, WM Wiersinga, DF Swaab, E Fliers A number of subtle abnormalities in the hypothalamus-pituitary-thyroid (HPT) axis occur in a large proportion of subjects with major depression. The authors hypothesized that altered TRH mRNA expression in the hypothalamic paraventricular nucleus (PVN) may be involved in the pathogenesis of these changes. Quantification of TRH mRNA expression showed a significant decrease in TRH mRNA expression in subjects with depression as compared to a control group. These findings underline an important role for the hypothalamus in the neuroendocrine changes in depression.
FEATURE ARTICLE
The genetics of personality: Are we making progress?
S Van Gestel, C Van Broeckhoven
The body of studies investigating the molecular genetic basis of personality is constantly growing.
The reported effects are generally small and, although some association findings have been replicated, the number of nonreplications is impressive. In this review, the authors discuss the possible problems of the field, such as the great diversity in personality measures and the composition of study samples. Furthermore, the authors raise suggestions for future directions concerning the study of personality genetics.
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A human prion protein peptide (PrP59-91) protects against copper neurotoxicity MA Chacón, MI Barrı´a, R Lorca, JP Huidobro-Toro, NC Inestrosa
The authors studied the neuroprotective effect of the octarepeat region of human prion protein against copper neurotoxicity, evaluating the spatial memory and the neuropathological changes induced. Copper toxicity was inhibited when the metal was co-injected with the prion peptide in the rat hippocampus. Using mutant peptides lacking histidine or tryptophan residues, the authors found that copper reduction is the most relevant function involved in the neuroprotective effect of the prion peptide. A role for prion protein in copper homeostasis is strongly supported.
DNA microarray profiling of developing ps1-deficient mouse brain reveals complex and coregulated expression changes ZK Mirnics, K Mirnics, D Terrano, DA Lewis, SS Sisodia, NF Schor DNA microarray profiling of developing PS1-deficient mouse brain revealed complex and coregulated expression changes in the expression of genes encoding molecules that are associated with neural differentiation, extracellular matrix, vascular development, Notch-related signaling and lipid metabolism. Several of these genes have been previously associated with aging and Alzheimer's disease, while others may represent novel genes that may be involved in the pathophysiological process of this devastating brain disorder.
Evidence for allelic association on chromosome 3q25-27 in families with autism spectrum disorders originating from a subisolate of Finland M Auranen, T Varilo, R Alen, R Vanhala, K Ayers, E Kempas, T Ylisaukko-oja, L Peltonen, I Järvelä
The etiology of autism spectrum disorders is thought to be complex. To maximize genetic and cultural homogeneity, 31 families with autism and Asperger syndrome originating from a subisolate of Finland were studied. Association studies were performed on three chromosomal regions: 7q (AUTS1), 3q (AUTS2) and 1q. The association on chromosome 3q25-27 region was more significant in the subisolate compared to the families from the rest of Finland with linkage disequilibrium extending B20 cM in all families. Genetic studies indicate that chromosome 7q is likely to contain an autism susceptibility locus. The authors screened the reelin gene on chromosome 7q and identified novel missense variants in autistic individuals, but not in a large control group; however, their low frequency does not explain the relatively strong linkage results on 7q. Furthermore, no evidence of association with autism was detected for a triplet-repeat polymorphism and intragenic SNPs. Analysis of reelin suggests that it does not play a major role in autism, although the variants identified may be important in a small subgroup of autistic individuals.
